ABSTRACT
INTRODUCTION
Chronic endometritis is one of the most topical problem of modern gynecology, which is one of the reason of reproductive function's disturbance of woman, including miscarriage, infertility, unsuccessful attempts of assisted reproduction's methods (1) .
Diagnostics' problems are related to the absence of expressed symptomatology of the disease which causes tardy and incomplete examination. So for precising of the diagnosis such methods are used: ultrasonography, hysteroscopy, histological examination, microbiological examination, immunohistochemical research of endometrium's tissue (2) .
Ultrasonic diagnostics of endometritis has several difficulties, which can be explained by specific features of anatomical organization of female breeding organs and also by demerits of the method. Nevertheless, ultrasonic diagnostics is widespread method of non-invasive diagnosis of inflammatory disease of uterus and appendages (3) . We can't diagnose the chronic endometritis on the base of only ultrasonic diagnostics, but we can suspect it and produce additional examination (4) . So, the process of diagnostics of the chronic endometritis doesn't limit to only one investigation, but supposes combined evaluation of patient's state and the results of the tests. It's necessary to understand that in the case of chronic endometritis ultrasonic diagnostics allows to reveal the inflammatory process so much as its consequences, which are shown as structural and anatomical modifications of uterus. During ultrasonic diagnostics it's absolutely important to determine risk factors, as we can observe different ultrasound features in each specific situation (5, 6) .
Ultrasound features of chronic endometritis were firstly determined in 1993 by Professor V.N. Demidov. The examination is conducted on 5-7 and 17-21 day of menstrual cycle. Uterus' cavity after the menstrual cycle is dilated up to 0.4-0.7 sm., sometimes we can see asymmetry of the dilation of uterus' cavity and asperity of endometrium's interface.
Modification of the structure of endometrium is also shown by the appearance of zones of increased echogenicity of different size and form in the point of M-echo and inside of these zones separate sections of incorrect form with decreased echogenicity are fixed. Another important feature of chronic endometritis is the presence of gas bubbles, sometimes with typical acoustic effect. In the basal layer of endometrium, we can often see precise hyperechoic formations up to 0.1-0.2 sm. in diameter, which are represented as nidi of fibrosis, sclerosis and calcinosis. Asymmetry of thickness of front and back sides of endometrium is infrequent but important feature of chronic endometritis (7) . Sensibility of the method is 78.1%, its specificity -82.5 % (8).
Except structural modifications chronic endometritis is also shown by the disturbance of hemodynamics in the vessels of uterus and in the vessels of pelvis (9) (10) (11) . Dopplerometry allows diagnosing these modifications. The disturbance of bloodstream in the vessels of uterus with the predominance of damage on the level of basale and spiral arteries, and also the difficulties of visualization of terminal artery shows the great disturbance of tissue's perfusion on account of chronic inflammatory process.
METHODOLOGICAL FRAMEWORK AND METHODS
For the purpose of study of ultrasonic and dopplerometric characteristics of pelvis' organs of patients having chronic endometritis we have examined 56 patients (the first group, at the age of 29,0±0,24) with morphologically verified chronic endometritis, who have seen the doctor at PHI «Ulyanovsk Regional Clinical Hospital» in Ulyanovsk in 2016-2017 with the object of pregnancy planning. As a group of comparison (the second group, at the age of 30.0±0.4) we have examined 42 healthy women without pregnancy and endometrial interferences in anamnesis, who have seen the doctor to receive the help on the programs of assisted reproduction's methods because of male infertility.
Everybody has been carried out common research such as anamnesis and general and gynecological examination. We conducted ultrasonic examination of pelvis' organs of women of the first group before and after the treatment. We conducted ultrasonic examination of patients of the second group once on the apparatus Voluson E6 and Voluson E8 (General Electric, USA) using multifrequency transvaginal sensor with frequence of 8 MHz. We have conducted ultrasonic examination on 20-24 day of menstrual cycle. We began the examination by conducting the transabdominal scanning (with full urinary bladder) for the purpose of excluding volumetrical pathology of pelvis' cavity, we determined its form, the structure of myometrium and excluded miomatous and adenomyosis.
We focused special attention to M-echo: its thickness, echo-structure and presence of formations. Normal features of M-echo are homogeneous structure, absence of hypo-or hyperechogenic formations, accordance of its structure to the day of menstrual cycle, the thickness of M-echo at least 8 ml.
During dopplerometry of uterus' vessels we determined the bloodstream in the right and the left uterus' arteries according to following figures: index of resistance, index of pulsation, systolic-diastolic ratio, maximum rate of bloodstream in phase of systole (Vps). Subjective estimation of the level of vascularization included also the determination of bloodstream in radial, basale arteries and spiral arteries.
The final diagnosis of chronic endometritis was determined on the base of morphological study of endometrium, taken on 7-11 day of menstrual cycle using paypel-biopsy or aspirating biopsy of endometrium. Morphological criteria for such diagnosis are the following: inflammatory infiltration, consisting of lymph cells, neutrophilic leukocytes settled most often around the glands and blood vessels, rarely diffusely; presence of plasma cells; alteration of endometrium's stroma, including fibrosis; sclerous modification of spiral arteries; deformation of glands; focal hyperplasia of basal layer.
We have also conducted immunohistochemical research of endometrium's tissue with the help of the method of peroxidase technique on the paraffin sections 3-4 µm. of thickness. Bacterial seeding from uterine cavity has been obligatory taken.
Patients of the first group received the treatment: immunomodulatory, metabolic, therapy directed to improvement of microcirculation in the endometrium, hormone therapy (the drug of progesterone in the second phase of menstrual cycle), combined oral contraceptives, antiviral treatment, nonsteroidal anti-inflammatory drugs, physiotherapy.
We started the treatment from the first day of menstrual cycle. We used combined oral contraceptives only identifying hyperplasia of endometrium without atypia. We prescribed combined oral contraceptives with antiandrogenic effect only to women who have weak and moderate expression of the androgen receptors in the endometrium, which was determined due to immunohistochemical research (12-15).
In the case of hypoplastic endometrium the treatment was conducted by oral and transdermal estrogens since 5 to 21 day of menstrual cycle. In the case of the absence of adequate corrective influence to the endometrium we used intravenous drip of placenta hydrolyzate (drug Laennec). Without effect we used suppositories (drug Viagra) and a complex physiotherapy.
Hysteroresectoscopy was conducted in the case of polyp of endometrium with subsequent drug therapy. Autoplasma therapy, which was conducted after the completion of menstrual bleeding at intervals of 5 days by injection in the vaginal vaults, became an effective treatment.
Antibiotics were prescribed only in the case of conditionally pathogenic microflora after the determining its drug sensitivity.
We picked out such drugs: tetracycline and penicillin with a broad spectrum of action with beta-lactamase inhibitor. In physiotherapy we used diode laser «Matrix» of red spectrum.
The total treatment lasted 3 months. After this treatment, we conducted ultrasonic examination of pelvis' organs on 20-24 day of menstrual cycle to determine the endometrium. The criteria of an effective treatment are the following: an appropriate transformation of endometrium, the presence of «three-layer», the presence of ovulation during this menstrual cycle.
We conducted the control dopplerometry to all women of the first group. All women gave an agreement to use the information about their medical examination for scientific purposes. The research is done in compliance with the Helsinki Declaration on the examination and treatment of people. Also, it was approved by ethics Committee of Ulyanovsk State University.
RESULTS AND DISCUSSION
Bacteriological tests of aspirates from the uterine cavity of all healthy women and 52 (92.9±3.5%) patients having chronic endometritis (р<0.001) didn't identify microflora growth. Other women of the first group had Escherichia coli.
As a result of histological and immunohistochemical tests we received the following facts: 12 (21.4±5.5%) women of the first group had moderately expressed chronic endometritis with the presence of polyps or endometrial hyperplasia without atypia. We identified an expressed chronic inflammation of endometrium only in the presence of polyps, and 4 (7.1±3.5%) patients of the first group had such diagnosis. All the women of the second group didn't have any pathology of endometrium (р<0.05).
Women with chronic endometritis have disturbance of expression of the receptors to estrogens as in stroma as in cells' nucleus more often than patients of the second group. Women with chronic endometritis had the disturbance of expression of the receptors to progesterone rarely, it was identified in stroma in most cases. Only women of the first group, 12 (21.4±5.5%) had the disturbance of expression of androgenic receptors in the endometrium. The patients of the second group didn't have such disturbance (р<0.001).
Inflammatory reaction in the endometrium of women having reproductive problems was shown basically as lymphocytic infiltration and was represented by CD3, CD4, CD8 lymphocytes. Patients with chronic endometritis 20 (35.7±6.5%) didn't have plasma cells. We considered the presence of lymphocytic infiltration in stroma of endometrium without plasma cells as incomplete chronic endometritis. In these cases we conducted a complex therapy to all women.
Patients having reproductive problems 14 (25.0±5.8%) had the disturbance of expression of proliferative activity marker ki-67. Healthy women didn't have this disturbance (р<0.001).
We made a comparative assessment of data taken from the results of ultrasonic and dopplerometric research before and after complex treatment.
Women of the second group had endometrial thickness of 10.3±0.4ml. (from 8.7 ml to 12.3 ml). M-echo was identified as homogeneous structure and corresponded to the second phase of menstrual cycle. Visualization of main bodies of fallopian, radial, basale arteries was possible for all women, the visualization of spiral arteries was possible for 80% patients ( Table 1) . Women with chronic endometritis had endometrial thickness of 5.1±0.34 (from 3.1 to 6.1мм). Endometrium's structure corresponded to the phase of menstrual cycle in 14 cases (25.0% cases). Visualization of main bodies of fallopian, radial arteries was possible for all women, the visualization of basale arteries was possible for 46 women (82.0%), the visualization of spiral arteries was possible for 14 patients (25.0%).
The patients of the first group had modifications of the bloodstream in fallopian, radial, basale and spiral arteries, this fact confirms the disturbance tissue perfusion in the uterus ( Table 2) .
Women with chronic endometritis had expressed modifications in the form of absence of diastolic component.
Estimating the results of the therapy of women of the first group, we made the following conclusions. Endometrial thickness expanded and became 7.6±0.2 sm. for women of the first group. The quantity of patients having hyperechoic formations in it was reduced. The structure of endometrium also changed, it became homogeneous and three-layer in most cases.
Uneven contour of endometrium, inequality of lines of closing of the front and back positions of endometrium were identified rarely. Dopplerometry showed (Plate 3) increase of Vр/s after the treatment in fallopian and basale arteries. Systolic-diastolic ratio declined. In assessing subjectively the degree of vascularization we identified an increase of frequency of visualization of basale arteries of 54 women (96.4±2.5%), and spiral arteries of 44 women (78.6±5.5%).
Positive dynamics of index of pulsation and index of resistance was identified only in spiral and radial arteries. It indicates the disturbance of hemodynamic of women of the first group even after the treatment.
CONCLUSION AND RECOMMENDATIONS
According to received results, all women with chronic endometritis have the disturbance of hemodynamic in the pelvic cavity, so at the stage of pregnancy preparation all patients with histologically confirmed chronic endometritis need sonography and dopplerometry.
Applying in complex of immunomodulatory and metabolic effect directed to the improvement of microcirculation in the endometrium, in the therapy of chronic endometritis allows normalizing the structure of endometrium.
After the treatment, we identified modifications in the ultrasonic indicators of hemodynamic of endometrium of women with chronic endometritis, which attest the possibility of using of dopplerometry as a criterion of assessment of efficiency of medication treatment of women having chronic endometritis.
